Koljonen et al described an association between chronic lymphocytic leukemia (CLL) and Merkel cell polyomavirus (MCV)-positive Merkel cell carcinoma (MCC) in a recent large populationbased survey from Finland. 1 CLL has been reported as a tumor significantly associated with MCC, validating the general findings of this study. 2, 3 This association suggests the possibility that MCV may play a role in CLL as well as in MCC.
Lack of evidence for direct involvement of Merkel cell polyomavirus (MCV) in chronic lymphocytic leukemia (CLL)
Koljonen et al described an association between chronic lymphocytic leukemia (CLL) and Merkel cell polyomavirus (MCV)-positive Merkel cell carcinoma (MCC) in a recent large populationbased survey from Finland. 1 CLL has been reported as a tumor significantly associated with MCC, validating the general findings of this study. 2, 3 This association suggests the possibility that MCV may play a role in CLL as well as in MCC.
MCV, initially found in MCC by digital transcriptome subtraction, has subsequently been confirmed to be clonally integrated in approximately 80% of MCC tumors. 4 Mutations in MCV large-T antigens sequenced from MCC tumors show tumor-specific truncation signatures that ablate viral replication functions of this protein while retaining domain interactions important for polyomavirusinduced carcinogenesis. 5 MCV is a common human infection, but MCC patients with MCV-infected tumors have significantly elevated anti-MCV IgG responses. 6, 7 We previously examined 33 CLL tissues by qPCR and 12 by MCV large-T antigen immunostaining. 8 All specimens were negative for MCV genome or protein expression, however, none of these cases were associated with a history of MCC. Although the occurrence of these 2 neoplasms are significantly associated, the uncommon nature of MCC has resulted in only rare published cases. 9, 10 In this report, we present 2 cases of concurrent CLL and MCV. We specifically sought evidence of MCV T antigen protein expression in CLL cells to circumvent the extremely high sensitivity of PCR, which can detect incidentally infected cells in tissues. Figure 1D ), whereas the CLL component is negative ( Figure 1E ).
We also collected 18 CLL and 18 acute lymphoblastic leukemia (ALL) age-matched sera. Ten of 18 (55.6%) CLL and 12 of 18 (66.7%) ALL patients showed serologic evidence for MCV exposure ( Figure 1F ). The median MCV IgG titer for the CLL sera (0.645 OD units) was similar to, and not statistically different from, ALL patients (0.521 OD units).
These findings, together with our previous study, 8 indicate that MCV is not likely to be directly involved in chronic lymphocytic leukemogenesis. We also do not find MCV infection more commonly among CLL patients than among a representative control group. 6, 7 Other possible explanations for the association between For personal use only. on August 17, 2017. by guest www.bloodjournal.org From these 2 cancers include CLL-related immunosuppression predisposing to MCC or a pathologic immune response to MCV infection in persons predisposed to CLL.
